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REMARKS 

Applicants respectfully request reconsideration. Claims-1, 4, 5 , 8-14, 20-33 and 35 were 
previously pending in this application. By this amendment, Applicants are canceling claim 4 
without prejudice or disclaimer. Claims 1 and 5 have been amended. As a result, claims 1,5,8- 
14, 20-33 and 35 are pending for examination with claim 1 being an independent claim. Claim 1 
was amended to add the limitation of the elected claims that the non-nucleic acid adjuvant is an 
immune stimulating adjuvant. As a result, claim 4 is canceled herewith. Claim 1 was also 
amended to specifically exclude one of the members of the group of immune stimulating 
adjuvants, saponins, which was originally in the markush group of claim 5. Claim 1 was also 
amended to add the limitations found in original claims 15 and 16 now withdrawn. No new 
matter has been added. 

Information Disclosure Statement 
The Examiner has reminded the Applicants that under 37 C.F.R. § 1.98(b) an information 
disclosure statement (i.e. PTO-1449) is required for the application to be considered. This form 
was included with the information disclosure statement filed 09 February, 2004 (a copy of the 
return receipt postcard is attached as Exhibit 2). A copy of the original PTO-1449 is resubmitted 
herewith as Exhibit 3. It is respectfully requested that the examiner consider the information 
therein. 

Rejections under 35 U.S.C. SI 12 
Claims 1, 4, 5, 8-14, 20-33 and 35 stand rejected. Claim 4 has been canceled and the 
rejection no longer applies. Therefore, Claims 1, 5, 8-14, 20-33 and 35 stand rejected under 35 
U.S.C. §112, first paragraph. The Examiner states that "the disclosure fails to provide adequate 
guidance pertaining to those immune stimulating adjuvants. . .that can reasonably be expected to 
produce a synergistic immune response when combined with another adjuvant." We respectfully 
disagree. 

Applicants have provided guidance in the specification for the use of immune stimulating 
adjuvants. Immune stimulating adjuvants are described in detail on page 6 lines 2-4, and further 
on page 19 lines 12-22. Immune stimulating adjuvants are defined as "an adjuvant that causes 
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activation of a cell of the immune system" and several representative examples are listed. 
Example 2 in the specification (page 53, line 30 - page 54 line 1) illustrates the synergistic effect 
of treatment with CpG-ODN and MPL, an immune-stimulating adjuvant. The corresponding 
data is shown in Figure 7. 

In addition, Applicants have submitted a declaration of Dr. Heather Davis wherein Dr. 
Davis provides data demonstrating, as thoroughly described in the patent application, that the use 
of other immune stimulating adjuvants in combination with CpG-ODN results in a synergistic 
activation of the immune system. Specifically, the data show that the combination of various 
immune-stimulating adjuvants with CpG oligonucleotides, when used in mice, produces a 
significant shift from IgGl toward IgG2a production, indicating a Thl response. 

These data demonstrate synergy between CpG-ODN and immune stimulating adjuvants, 
as thoroughly described in the patent application, and consisted with the data presented in 
Example 2 of the specification. The data represented in Exhibit 1 demonstrate that CpG 
oligonucleotides administered in combination with an immune-stimulating adjuvant produce an 
elevated immune response when compared to immunization with either CpG-ODN or immune- 
stimulating adjuvant alone. The data demonstrate an increase in overall IgG titer, an increase in 
the titer of IgG2a isotype, an increase in IgA production, and in most cases an increase in the 
ratio of IgG2a isotype to IgGl isotype. 

The results represented in Exhibit 1 were consistent in mice immunized with either 
HBsAg or Tetanus toxoid (TT), and a variety of immune-stimulating adjuvants. Immune 
stimulating adjuvants tested include Montanide ISA 720 (Seppic Inc.), Freund's incomplete 
adjuvant (FIA), cholera toxin (CT), E. coli heat-labile toxin (LT), cholera toxin subunit B (CTB), 
the B subunit of Escherichia coli heat labile enterotoxin (LTB), and various detoxified LT 
(LTK63, LTE1 12K, LTS61F, LTR192G, or LTA69G), and MF-59. Representative CpG-ODN 
included CpG-ODN 1826 (SEQ ID NO:86), CpG-ODN 7909 (SEQ ID NO:77), and CpG-ODN 
1982, a non-CpG control of sequence 5' TCCAGGACTTCTCTCAGGTT 3\ 

The examiner has indicated that the disclosure fails to provide adequate guidance 
regarding the "structural requirements of any given ISS-ODN." Initially Applicants wish to 
point out that in the office action of June 30, 2004, the Examiner refers to the CpG 
oligonucleotides as "ISS-ODN" (see page 3, paragraph two and page 4, line 1). Applicants 
would like to respectfully remind the Examiner that the invention specifies CpG 
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oligonucleotides, rather than ISS-ODN. It is Applicant's understanding that other investigators 
use the term IS S in a manner which is not always consistent with the use of CpG 
oligonucleotides by Applicants and as defined in the above-identified patent application. 

Applicants have amended the claims to add the limitations that the CpG oligonucleotide 
have a prescribed length limitation (8-100 nucleotides) and a phosphate backbone modification. 
Such limitations were originally found in now withdrawn claims 15 and 16. It is unclear to 
Applicants why such dependent claims are withdrawn. The limitations found in these claims 
serve to provide more structural detail regarding the class of oligonucleotides useful according to 
the invention. It is respectfully requested that the amendment to the claims be entered. 

The claimed CpG oligonucleotides all have the common structural property that they 
include an unmethylated CpG dinucleotide. This class of oligonucleotides is known and has 
been described extensively in patents and patent applications. It is the unmethylated CpG 
dinucleotide that confers the immune stimulating properties on the oligonucleotide. The context 
in which the CpG is found within the oligonucleotide (i.e. the identity of the surrounding 
nucleotides) has effects on the specific immune parameters that are induced or suppressed. Such 
effects render certain CpG oligonucleotides better at contributing to the production of an antigen 
specific immune responses than others. Although some CpG oligonucleotides are better than 
others, it is Applicants understanding that even the "poor" CpG oligonucleotides would still 
produce an antigen specific immune response under appropriate conditions such as dosage and 
formulation, particularly if they have a phosphorothioate modified backbone. Preferred 
oligonucleotides, phosphate backbone modifications, dosages and formulations are all 
appropriately described in the specification. Thus, the structural requirements are adequately 
described. 

It is believed that this amendment is sufficient to overcome the rejection. Accordingly, 
withdrawal of the rejection of claims 1, 5, 8-14, 20-33 and 35 under 35 U.S.C. §112 is 
respectfully requested. 
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CONCLUSION 

In view of the foregoing amendments and remarks, this application should now be in 
condition for allowance. A notice to this effect is respectfully requested. If the Examiner 
believes, after this amendment, that the application is not in condition for allowance, the 
Examiner is requested to call the undersigned at the telephone number listed below. 

Applicant hereby requests a One-Month Extension of Time to respond to the notice. A 
check for $1 10.00 is enclosed to cover the extension of time. Please charge any deficiency to 
Deposit Account No. 23/2825. 



Respectfully submitted, 

Heather L. Davis et aL, Applicants) 




Helen Lockhart, Ph.D. 

Reg. No. 39,248 

Wolf, Greenfield & Sacks, P.C. 

600 Atlantic Avenue 

Boston, Massachusetts 02210-2211 

Telephone: (617) 646-8000 

Docket No. C1039.70058US00 
Date: October 25, 2004 
xlO/24/04 
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